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Multimodal Approaches in the Patients with Stage I,ll
Non-Hodgkin’s Lymphoma of the Head and Neck

Hong Ryull Pyo M.D., Chang Ok Suh M.D., Gwi Eon Kim M.D.
and Jae Kyung Rho M.D.”

Department of Radiation Oncology, Yonsei Cancer Center, Yonsel University College of Medicine
Department of Medical Oncology’, Yonsei Cancer Center, Seoul, Korea

Purpose : Traditionally the patients with early stage non-Hodgkin’s lymphoma
of the head and neck was treated with radiotherapy. But the results were not
satisfactory due to distant relapse. Although combined treatment with
radiotherapy and chemotherapy was tried with some improved results and
chemotherapy alone was also tried in recent years, the choice of treatment
for the patients with early stage non-Hodgkin’s lymphoma of the head and
neck has not been defined. Therefore, in order to determine the optimum
treatment method, we analysed retrospectively the outcomes of the patients
with Ann Arbor stage | and Il non-Hodgkin’s lymphoma localized to the head
and neck who were treated at Severance Hospital.

Materials and Methods : 159 patients with stage | and [l non-Hodgkin's
lymphoma localized to the head and neck were treated at our hospital from
January, 1979 to December, 1992. Of these patients, 114 patients whose
primary sites were Waldeyer’s ring or nodal region, and received prescribed
radiation dose and/or more than 2 cycles of chemotherapy. were selected to
analyze the outcomes according to the treatment methods ( radiotherapy
alone, chemotherapy alone, and combined treatment with radiotherapy and
chemotherapy ).

Results : Five year overall actuarial survival of the patients whose primary
site was Waldeyer’s ring was 62.5%. and that of the patients whose primary
site was nodal region was 53.8%. There was no statistically significant
difference between survivals of both groups. Initial response rate to
radiotherapy, chemotherapy, and combined treatment was 92%, 83%, 94%
respectively, and 5 vear relapse free survival was 49.9%, 52.4%. 58.5%
respectively ( statistically not significant ). In the patients with stage |, 3
year relapse free survival of chemotherapy alone group was 75% and
superior to other treatment groups. In the patients with stage Ii, combined
treatment group revealed the best result with 60.1% of 3 year relapse free
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survival. The effect of sequential schedule of each treatment method in the
patients who were treated by combined modality was analyzed and the
sequence of primary chemotherapy + radiotherapy + maintenance chemoth-
erapy showed the best result ( 3 year relapse free survival was 79.1% ).
There was no significant survival difference between BACOP regimen and
CHOP regimen. Response to treatment was only one significant (p{0.005)
prognostic factor on univariate analysis and age and mass size was
marginally significant ( p<0.1). On multivariate analysis. age (p=0.026) and
mass size (p=0.013) were significant prognostic factor for the relapse free

survival.

Conclusion : In summary, the patients, who have non-Hodgkin’s lymphoma of

the head and neck with stage | and mass size smaller than 10 cm,
treated by chemotherapy alone, but

can be

remainder should be treated by

combined treatment method and the best combination schedule was the
sequence of initial chemotherapy followed by radiotherapy and maintenance

chemotherapy.

Key Words : Head and neck lymphoma, Radiotherapy, Chemotherapy, Com-
bined treatment, Multivariate analysis
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Table 1. Patient Characteristics for 114 Patients with Stage I,Il Head and Neck Non-
Hodgkin’s Lymphoma Whose Primary Sites were Waldeyer's Ring and Nodal
Region and Who were given Prescribed Radiation dose and more than 2 Cycles

of Chemotherapy

RTX' CTx® Combined” Total
No. of patients 25 26 63 114
Male : Female 16 : 9 12 1 14 41 1 22 69 : 45
Age
< 50 years old 17 11 35 63
> 50 years old 8 15 28 51
Primary site
Nodal 6 12 26 44
Waldeyer's ring 19 14 37 70
B symptom
Yes 3 7 3 13
No 22 19 60 101
Pathology”
WDL 1 2 i 4
NPDL 0 0 1 i
NMLH 0 0 1 1
NH 0 1 0 1
DPDL 2 0 11 13
DMLH 4 2 10 16
DH 13 16 33 62
LB 0 1 0 1
ub 0 1 1 2
unknown 5 3 5 13
Mass size®
< 5cm 7 6 17 30
5-10cm 8 3 13 24
2 10cm 1 4 4 9
unknown 9 13 29 51
Stage (Ann Arbor Classification)
| 10 12 30 52
Il 15 24 33 62

1. RTx : radictherapy alone

2. CTx : chemotherapy alone

3. Combined : combined treatment with radiotherapy and chemotherapy
4. Pathology : WDL. : well differentiated lymphocytic; NPDL :nodular poorly differentiated lympocytic ;
NMLH : nodular mixed lymphocytic and histiocytic;  NH : nodular histiocytic;
DPDL : diffuse poorly differentiated lymphocytic DMLH : diffuse mixed lymphocytic and histiocytic;

DH : diffuse histiocytic ;
5. Mass size : #74& 7|Fo= s

LB : lymphoblastic, diffuse ;

UD : undifferentiated lymphocytic;
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Table 2. Staging Work up

head and neck CT : 75 %

chest X-ray : 100 %

chest CT : 37 %

abdominopelvic CT : 68 %
lymphangiography : 7 %
abdominal ultrasonography : 31 %
liver scan : 6 %

bone marrow biopsy : 54 %
whole body bone scan : 27 %

%E A B4 3o AT A 99
AA5E e,

Table 3. Methods of Radiation Therapy

field : involved field(primary site only) -2 patients
primary site +entire neck node — 81 patients
primary site +entire neck +upper mediastinum

- 1patient

primary site+mantle field - 4 patients

dose : 3600 cGy ~ 6040 cGy
median dose : 5000 cGy
<5000 cGy : 35 patients
25000 cGy : 53 patients
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fotal patients (n=114).
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Fig. 2. (a) Relapse free survival by primary sites
(b) Overall survival by primary sites.
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Fig. 3. (a) Relapse free survival by treatment me-
thod.
(b) Overall survival by treatment method.
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3ot 313k @S BACOP (bleomycin, adriamy-
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A7t 30 9] FHAH34%) oA AlBH AT, CHOP (cy-
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Table 4. Methods of Chemotherapy

regimen
BACOP : bleomycin - 5 u/m? iy. day of 15,22
adriamycin - 25 mg/m? iv. day of 18

cyclophosphamide - 650 mg/m? iv. day of 1,8

vincristine - 1.4 mg/m? iv. day of 1,8

prednisone -~ 60 mg/m® p.o. from day 15 o 28

repeat every 28 days
CHOP :
adriamycin - 50 mg/m? iv. day of 1

cyclophosphamide - 750 mg/m® iv. day of 1

vincristine - 1.4 mg/m? iv. ( maximum 2.0 mg ) day of 1

prednisone - 100 mg p.o. day from 1 10 5

repeat every 21 days
Others : regimens other than BACOP CHOP

methods - more than 2 cycles were given pre- -and post-radiotherapy

patients treated with
BACOP : 30 patients ( 34 % )
CHOP : 34 patients ( 38 % )
Others : 25 patients
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Table 5. Site of First Relapse by Primary Site

Local' Distant relapse
Supradia® Infradia® Disseminated®
Waldeyer's ring (n=59) 4 (7%) 4 (7%) 2 (3%) 7 (12%)
Nodal(n=37) 2 (5%) 1 (3%) 6 (16%) 5 (14%)

% 11479 AH FA4 2 AR Fol CRE AL olF A% 1 Heirt 31 uad 9649 ¥AE Wye=
ARe A

1. Local : locoregional relapse; 2. Supradia : supradiaphragmatic relapse:

3. Infrad|a'infradiaphragmatic relapse; 4. Disseminated : CNS or both sice of the diaphragm relase

5 ()2 B4 & ()¢ %E UE.

Table 6. Response Rate by Treatment Methods

CR' PR? sD® PD* unknown
RTX 23 (92%) 1 ( 4%) 0 (0%) 1 (4%) 0
cTx® 20 (83%) 3 (13%) 0 (0%) 1 (4%) 2
Combined’ 59 (94%) 4 ( 6%) 0 (0%) 0 (0%) 0

1. CR : complete response; 2. PR : partial response: 3. SD ! stable disease;

4. PD : progressive disease; 5. RTx : radiotherapy alone; 6. CTx : chemotherapy alone;
7. Combined : combined treatment with radiotherapy and chemotherapy

8. () ¥ X, () XS %S JEHY,

Table 7. 3-year Relapse and Overall Survival Rates by Treatment Methods

RTX' CTX Combined®
RFS* os® RFS 0s RFS 0S p-value
S}ﬁigz)‘ 66.7 875 75.0 778 715 76.6 N.S.
St(ﬁ‘ﬂgz)u 59.3 57.0 367 459 60.1 63.0 N.S.

% 22E AEE(%)E e

1. RTx : radlotherapy alone; 2. CTx : chemotherapy alone;

3. Combined : combined treatment with radiotherapy and chemotherapy
4. RFS : relapse free survival, 5. OS : overall survival

Table 8. 3-year Relapse and Overall Survival Rates by Schedule of Combined Treatment

RT+CT' CT+RT? CT+RT+CT®
RFS* os® RFS 0s RFS 0s p-value
Overall (n=63) 455 50.0 65.0 66.8 79.1 785 N.S.
Stage 1 (n=30) 66.7 6.7 75.0 83.3 70.3 7687 N.S.
Stage I (n=33) 28.6 429 60.0 59.1 815 815 N.S.

>ﬁ EAE AEE(%)S YE
CRT4CT AP A st WA Ag8 F i
2 CT+RT : &<t i}i* S0] WA Adg Fol
- .
B
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Table 9. 3-year Relapse Free Survival According to The Chemotherapy Regimen in The
Patients with All Treatment Group (Chemotherapy Alone or Combined Treatment) or
Chemotherapy Alone Group

3 year relapse free survival

all treatment group chemotherapy alone group
BACOP 67.1% 82.5%
CHOP 75.4% 66.7%
Others 44.6% 0%

Table 10. Local Control and Survival According to Radiotherapy Dose in The Patients with All
Treatment Group(Radiotherapy Alone or Combined Treatment) or Radiotherapy
Alone Group

all treatment group radiotherapy alone group
3 YRFS' (%) local control® 3-YRFS(%)
radiotherapy dose < 5000 cGy 71.5 (n=35) 416 (67%) » 33.3 (n=7)
radiotherapy dose 2= 5000 cGy 60.0 (n=53) 16/16 (100%) 722 (n=18)
% local control& CRe & &4 %, A% 2 et 32 a9 gAeT Fez At

1. 83YRFS : 3 year relapse free survnval rate (n= )¢t A
2. local control : AA &x F ZA Aojg 3ze] B]E e}

Table 11. Site of First Relapse by Treatment Method

Local' Distant relapse
Supradia? Infradia® Disseminated*
RTX® (n=20) 2(10%) 0 (0%) 4(20%) 2(10%)
CTE (n=20) 2(10%) 1 (5%) 1 (5%) 1 (5%)
Combined’ (n=56) 2 (4%) 4 (7%) 3 (5%) 9(16%)
1. Local : locoregional relapse; 2. Supradia : supradiaph‘ragmatic relapse
3. Infradia : infradiaphragmatic relapse; 4. Disseminated : CNS or both side of the diaphragm relapse;
5. RTx : radiotherapy alone; 6. CTx : chemotherapy alone:

7. Comblned combmed treatment with radiotherapy and chemotherapy
8. ( ) ‘nx_ %Z}T, O]'o DOE L]'F/]"é

A AEE 63%). JH Zold 33 TW AELL 815% 7MA IE F
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Table 12. Prognostic Factors for 3-year Relapse Free Survival (Univariate Analysis by
Log-Rank Test)
No. of patients 3-YRFS'(%) P value
Sex
male 69 60.1
female 45 658 N.S*
Age
<50 years old 63 55.0
>50 years old 51 736 P <01
B symptom
Yes 13 49.2
No 101 64.1 N.S.
Stage
I 52 71.4
s 62 55.4 N.S.
Primary site
Nodal 44 58.6
Waldeyer's ring 70 64.5 N.S.
Mass size(74715E)
<5cm 30 719
5-10 cm 24 53.0
>10 cm 9 35.0 P <01
Histologic subtype
1) faborable 6 33.3
unfavorable 95 61.9 N.S.
2) nodular 3 100.0
DPDL 13 75.0
DMLH 16 787
DH 62 56.7 N.S.
initial response to treatment
CR? 102 68.0
PR® 8 16.7 P < 0.005
1. 3-YRFS : 3 year relapse free survival 2. CR : complete response

3. PR : partial response

722%=, 5000 cGyelsl (33.3%) H|gle] AEE

.k:/\k.__t—" 57;“ s o
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Table 13. Prognostic Factors for Relapse
Free Survival (Multivariate Analy-

sis)

factors relative risk p value
sex 1.3789 0.5104
age 0.2937 0.0269
primary site 23219 0.1767
B symptom 1.8106 0.5554
Pathology 4.6733 0.2104
stage 1.2347 0.7312
mass size 11.1436 0.0132
treatment 0.8719 0.7928
chemotherapy regimen 46275 0.3148
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